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DETAILED ACTION 

1. Applicant's Response to Restriction Requirement, received 16 July 2008, is 
acknowledged. Applicant elects, with traverse, Invention I, claims 1-11, 19-44, and 46-51, 
drawn to hybridization probe and method of use. 

Applicant's traversal is on the grounds that the combination of the amplification of a 
region of the narGHJI nitrate reductase operon and detection of a polymorphism specific for M. 
tuberculosis in that region is the specific technical feature that links Groups I and II, and that 
the primers of Group II are used in amplifying the region of the nar GHJI Tor the detection of 
the polymorphism specific for M. tuberculosis using the probes in Group I. 

The examiner has considered applicant's traversal, but does not find it persuasive 
because for the reasoning put forth in the original restriction explanation. The specific inventive 
concept of Invention I is the specific probe which detects M. tuberculosis specific polymorphism, 
and the amplification of the nucleic acid sequences can be performed by any primer pair 

The requirement is still deemed proper and is therefore made FINAL. 

2. Claims 18, 29, and 30 have been canceled. Claims 1-17, 19-28, and 31-51 have been 
amended. 

Claims 1-17, 19-28, and 31-51 are pending and under consideration. Claims 12-17 and 
45 withdrawn from further consideration pursuant to 37 CFR 1.142(b), as being drawn to a 
nonelected invention. 

3. Claims 1-11, 19-28, 31-44, and 46-51 are under consideration. 

Specification 

4. The disclosure is objected to because of the following informalities: 
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The numbering of the English translation is: Specification, 1-23, claims 25-31, page 32, 
and an abstract. Is there to be a page 24? What is the meaning/placement of the page 
32? 

Abstract, the five instances of "microbacterial" should be "mycobacterial". 
Page 1, lines 13 and 15, "industrialised" should be "industrialized"; line 24, 
"immunisation" should be "immunization". 

Page 2, line 3, "recognise" should be "recognize"; line 11, "characterised" should be 
"characterized". 

Page 3, lines 2 and 13, "hybridisation" should be "hybridization"; line 23, "M. 
tuberculosis" should be in italics. 

Page 4, lines 10, 11, 17, 18, and 21, "hybridisation" should be "hybridization"; line 16, 
what is meant by "i.e. above M. bovif; lines, 23 and 28, "M. tuberculosis" should be in 
italics. 

Page 5, line 5, "(in" should be "in"; line 6, what is meant by "compare Fig. 1"; lines 17, 
26, and 27, "hybridisation" should be "hybridization"; lines 24 and 29, "M. tuberculosis" 
should be in italics. 

Page 6, lines 1, 4, 13, and 19, "hybridisation" should be "hybridization"; line 15, "M. 
tuberculosis" should be in italics. 

Page 7, line 7, "and 1 should not be in italics; lines 14, 18, 23, 24, and 29, "hybridisation" 
should be "hybridization"; line 28, what is meant by "compare e.g. Heid et al". 
Page 8, lines 2, 4, 15, 18, 19, 21, and 23, "hybridisation" should be "hybridization". 
Page 9, line 13, "hybridisation" should be "hybridization"; line 16, what is meant by 
"compare above". 
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Page 11, line 2, insert a comma between "urine" and "faeces". 

Page 12, line 7, what is meant by "compare above"; line 12, "hybridise" should be 

"hybridize"; line 29, "hybridisation" should be "hybridization". 

Page 13, line 4, "nucleoside" should be "nucleotide"; lines 13, 17, 22, 26, and 30, 

"hybridisation" should be "hybridization"; lines 22, and 30, "hybridises" should be 

"hybridizes". 

Page 14, lines 4, 8, 12, 16, 21, 22, 25, and 27, "hybridisation" should be "hybridization". 
Page 15, lines 1, 10, 11, 19, and 26, "hybridisation" should be "hybridization". 
Page 16, lines 3 and 17, "hybridisation" should be "hybridization"; line 24, "sequences 
No. 1 to 6" should be "SEQ ID NOs: 1 to 6". 

Page 17, lines 4, 7, 10, 17, and 20, "hybridisation" should be "hybridization"; line 24, 

"M. tuberculosis" should be in italics. 

Page 19, line 15, "optimised" should be "optimized". 

Page 20, lines 5, 8, 23, 24, 26, and 28, "hybridisation" should be "hybridization"; line 7, 
"Polymerisation" should be "Polymerization". 

Page 21, line 1, "denaturisation" should be "denaturization"; lines 2, 4, 7, 10, 11, 13, 
and 14, "hybridisation" should be "hybridization". 
Appropriate correction is required. 

Drawings 

5. Figures 1-5 are objected to because the wording is in German. 

Corrected drawing sheets in compliance with 37 CFR 1.121(d) are required in reply to the Office 
action to avoid abandonment of the application. Any amended replacement drawing sheet 
should include all of the figures appearing on the immediate prior version of the sheet, even if 
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only one figure is being amended. The figure or figure number of an amended drawing should 
not be labeled as "amended." If a drawing figure is to be canceled, the appropriate figure must 
be removed from the replacement sheet, and where necessary, the remaining figures must be 
renumbered and appropriate changes made to the brief description of the several views of the 
drawings for consistency. Additional replacement sheets may be necessary to show the 
renumbering of the remaining figures. Each drawing sheet submitted after the filing date of an 
application must be labeled in the top margin as either "Replacement Sheet" or "New Sheet" 
pursuant to 37 CFR 1.121(d). If the changes are not accepted by the examiner, the applicant 
will be notified and informed of any required corrective action in the next Office action. The 
objection to the drawings will not be held in abeyance. 

Sequence Identifier Requirement 
6. M.P.E.P. §2422.02, third paragraph, recites that "the sequence identifier ("SEQ ID 
NO:X") must be used, either in the drawing or in the Brief Description of the Drawings." 

Figure 1 contains sequences without the required sequence identifiers. Appropriate 
correction is required. 

Claim Objections 

1. Claim 2 is objected to because of the following informalities: the first instance of "PCR", 
"NASBA", "SDA", and "LCR" should be defined. Appropriate correction is required. 

2. Claim 4 is objected to because of the following informality: line 3, "hybridisation" should 
be "hybridization". 

3. Claim 9 is objected to because of the following informality: line 3, "hybridisation" should 
be "hybridization". 
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4. Claim 19 is objected to because of the following informality: 
should be "hybridization". 

5. Claim 20 is objected to because of the following informality: 
should be "hybridization". 

6. Claim 21 is objected to because of the following informality: 
should be "hybridization". 

7. Claim 22 is objected to because of the following informality: 
should be "hybridization". 

8. Claim 23 is objected to because of the following informality: 
should be "hybridization". 

9. Claim 24 is objected to because of the following informality: 
should be "hybridization". 

10. Claim 25 is objected to because of the following informality: 
should be "hybridization". 

11. Claim 26 is objected to because of the following informality: 
should be "hybridization". 

12. Claim 27 is objected to because of the following informality: 
should be "hybridization". 

13. Claim 28 is objected to because of the following informality: 
should be "hybridization". 

14. Claim 31 is objected to because of the following informality: 
"hybridisation" should be "hybridization". 



Page 6 

line 1, "hybridisation" 
line 1, "hybridisation" 
line 1, "hybridisation" 
line 1, "hybridisation" 
line 1, "hybridisation" 
line 1, "hybridisation" 
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line 1, "hybridisation" 
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line 1, "hybridisation" 
line 9, each instance of 
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15. Claim 33 is objected to because of the following informality: line 2, "hybridisation" 
should be "hybridization". 

16. Claim 36 is objected to because of the following informalities: line 2, " mycobacteriurrt' 
should be "Mycobacteriurrt'; lines 9, 14, and 15, "hybridisation" should be "hybridization". 

17. Claim 37 is objected to because of the following informality: line 1, "hybridisation" 
should be "hybridization". 

18. Claim 39 is objected to because of the following informality: line 3, "hybridisation" 
should be "hybridization". 

19. Claim 43 is objected to because of the following informality: line 3, "hybridisation" 
should be "hybridization". 

20. Claim 46 is objected to because of the following informality: line 1, "hybridises" should 
be "hybridizes". 

21. Claim 47 is objected to because of the following informality: line 1, "hybridises" should 
be "hybridizes". 

22. Claim 50 is objected to because of the following informality: line 5, "hybridisation" 
should be "hybridization". 

Claim Rejections - 35 USC § 112 

7. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 
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8. Claims 1-11 are rejected under 35 U.S.C. 112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

Claim 1 is drawn to a method for determining presence or absence of M. tuberculosis 'in 
a biological sample comprising: (a) amplifying a DNA "segment" from the biological sample, and 
(b) determining the presence or absence of the polymorphism specific for M. tuberculosis 'in 
position -215 in the 5' to 3' direction upstream of the translation start codon GTG of the 
narGHJI nitrate reductase operon, wherein the presence of the polymorphism indicates the 
presence of M. tuberculosis and the absence of the polymorphism indicates absence of M. 
tuberculosis. 

The only requirement of the amplification in step one is the use of a primer pair 
"capable" of amplifying a "segment" of DNA which might include a region of SEQ ID NO:l that 
encompasses position -215 in the 5' to 3' direction upstream of the translation start codon GTG 
of the narGHJI nitrate reductase operon. Thus, the primer pairs are not actually required to 
amplify the critical sequence. Because of this, at least one embodiment of the claim is 
utilization of said primers, but amplification of a M. tuberculosis sequence segment which may 
not include said position -215. In these examples, any probes would not detect said 
polymorphism even thought the sample DNA is from M. tuberculosis. 

Therefore, a positive result, i.e., detection of the polymorphism, would indicate the 
presence of M. tuberculosis 'in said biological sample. However, a negative result, i.e., no 
detection of said polymorphism, would not indicate the absence of M. tuberculosis, but may be 
due to amplification of M. tuberculosis DNA segments in the biological sample which may not 
include the polymorphism. A sample determined by this method may be a false negative 
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because the sample may actually include M. tuberculosis DNA segments, just not segments 
including said polymorphism. 

Thus, it is unclear how one determines if a negative result is a true negative for M. 
tuberculosis ov is a false negative due to amplification of DNA segments which do not include 
the polymorphism. 

Claims 2-11 depend from claim 1, but do not clarify the issue. 

9. Claims 36-44 and 51 are rejected under 35 U.S.C. 112, second paragraph, as being 
incomplete for omitting essential steps, such omission amounting to a gap between the steps. 
See MPEP § 2172.01. 

Claim 36 is drawn to a method for determining the presence or absence of M. 
tuberculosis 'in clinical material comprising: (a) extracting microbial DNA from clinical material. 

The omitted steps are: 1) differentially extracting microbial DNA from DNA which is not 
microbial in origin, but is from the host subject. 

Claims 37-44 and 51 are dependent claims, but do not correct the deficiency in steps. 

10. Claim 24 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

The claim recites "wherein one probe in the probe pair comprises SEQ ID NO:4 and the 
other probe SEQ ID NO: 5 or one probe in the probe pair comprises the complementary 
sequence of SEQ ID NO:4 and the other probe the complementary sequence of SEQ ID NO:5. 
It is unclear if "the other probe" consists of SEQ ID NO:5 or comprises SEQ ID NO: 5. It is also 
unclear if "the other probe the complementaly sequence" comprises SEQ ID NO:5 or consists of 
SEQ ID NO:5. 
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11. Claim 25 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

The claim recites "wherein one probe in the probe pair comprises SEQ ID NO:4 and the 
other probe SEQ ID NO:6 or one probe in the probe pair comprises the complementary 
sequence of SEQ ID NO:4 and the other probe the complementary sequence of SEQ ID NO:6. 
It is unclear if "the other probe" consists of SEQ ID NO:6 or comprises SEQ ID NO:6. It is also 
unclear if "the other probe the complementary sequence" comprises SEQ ID NO:6 or consists of 
SEQ ID NO:6. 

Claim Rejections - 35 USC § 102 

12. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form 
the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

13. Claim 28 is rejected under 35 U.S.C. 102(b) as being anticipated by Fleischmann et al 
(U.S. Pat. No. 6,294,328, 25September2001). 

The claim is drawn to a hybridization probe. The only requirement is that it be a 
sequence comprising SEQ ID NO:6 or the complementary sequence thereof. 

Fleischmann et al teach one sequence (SEQ ID NO:l) which comprises instant SEQ ID 
NO:6 at residues 1287095-1287113 and a second sequence (SEQ ID NO:2) which comprises 
instant SEQ ID NO:6 at residues 1286564-1286582. 



Conclusion 
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14. No claims are allowed. 

15. Any inquiry concerning this communication or earlier communications from the Examiner 
should be directed to Rodney P. Swartz, Ph.D., Art Unit 1645, whose telephone number is (571) 
272-0865. The examiner can normally be reached on Monday through Wednesday from 9:00 
AM to 7:30 PM EST. Thursday is the examiner's work at home day. 

If attempts to reach the Examiner by telephone are unsuccessful, please contact the 
Examiner's Supervisor, Robert B. Mondesi (571)272-0956. 

The fax phone number for the organization where this application or proceeding is 
assigned is (571) 273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov . Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

/Rodney P. Swartz, Ph.D./ 
Primary Examiner, Art Unit 1645 
October 27, 2008 



